Title: Cognitive impairment in bipolar disorder: Magnitude, moderators, and prevention strategies

**Abstract**

Neurocognition has been the focus of extensive research in schizophrenia and, more recently, in bipolar disorder and in depression (1). Neuropsychological testing may represent a tool able to identify potential neuroimaging markers and endophenotypes and to better understand the underlying neurophysiology (2). However, only lately the highly consistent findings from research began to be applied to clinical practice, and many clinicians are not yet much aware of how neurocognitive deficits affect their patients' daily life, and, importantly, what can be done to prevent or at least mitigate cognitive impairment. Recent evidence suggests that neurocognitive status may be the most powerful predictor of functional outcome in BD, even more so than clinical features. Cognitive deficits may be related to neurodevelopmental issues, but in bipolar disorder the most accepted model is the "neuroprogression" one, in which recurring episodes and concurrent allostatic load contribute to neuropsychological difficulties and disability. Comorbidities and medication may also contribute to cognitive deficits. Research efforts are now focusing on drugs to ameliorate cognition and psychological interventions, such as functional remediation (3), which may have a positive impact on cognitive and functional outcome. Potential strategies aimed at preventing cognitive impairment and neuroprogression include: Effective pharmacotherapy for relapse prevention, psychoeducation, healthy habits (physical exercise, diet, sleep, no smoking), and cognitive enhancing psychological interventions (i.e.: promotion of cognitive reserve) and pro-cognitive drugs.
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